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%
Study Weight
D ES (95% ClI) (D+L) HT-V  VEGFR
Heymach et al (2007) — 1 0.081 (0.024, 0.139) 165 7 86
Escudier et al (2007) —_—— | 0.169 (0.134, 0.203) 1.72 76 451
Motzer et al (2007) - 1 0.064 (0.039, 0.089) 1.74 24 375
Arnold et al (2007) | —— 0.404 (0.270, 0.537) 129 21 52
Heymach et al (2008) —_—— 0.233 (0.160, 0.305) 159 30 129
Llovet et al (2008) - | 0.017 (0.002, 0.031) 1.75 5 297
Spano et al (2008) —_— 0.221(0.122, 0.319) 147 15 68
McDermott et al (2008) —— 0.137 (0.043, 0.232) 1.49 7 51
Herbst et al (2010) - ! 0.060 (0.042, 0.077) 175 41 689
Cheng et al (2009) —de 0.188 (0.125, 0.251) 163 28 149
Horti et al (2009) —_—— 0.140 (0.036, 0.243) 1.44 6 43
Scagliotti et al (2010) —— ! 0.131(0.099, 0.162) 1.72 57 436
Goss et al (2010) R Sa— 0.302 (0.221, 0.382) 155 38 126
Barrios et al (2010) —_— 0.193 (0.143, 0.243) 167 46 238
Wildiers et al (2010) 1 < 0.472 (0.309, 0.635) 114 17 36
Abou-Alfa et al (2010) — e 0.170 (0.063, 0.278) 1.42 8 47
Stemberg et al (2010) 1 —— 0.397 (0.340, 0.453) 1.65 15 290
De Boer et al (2011) —_—— \ 0.119 (0.080, 0.159) 1.71 31 260
Natale et al (2011) - 0.162 (0.133, 0.191) 173 101 623
Spigel et al (2011) —_—— 0.180 (0.109, 0.252) 159 20 111
Rugo et al (2011) —_——— 0.279 (0.196, 0.363) 154 31 11
Bergh et al (2011) — 0.122 (0.085, 0.159) 1.7 36 295
Kudo et al (2011) —_—— ! 0.135 (0.091, 0.180) 1.69 31 229
Kindler et al (2011) —— 0.279 (0.228, 0.329) 167 85 305
Raymond et al (2011) ————— 0.265 (0.170, 0.360) 1.48 22 83
Scagliotti et al (2012) —— 0.261 (0.224, 0.298) 1.71 139 533
Paz-Ares et al (2012) —— I 0.145 (0.110, 0.181) 1.72 56 385
Lee et al (2012) —_—— 0.265 (0.230, 0.300) 172 164 619
Baselga et al (2012) —] 0.161 (0.093, 0.229) 1.61 18 112
Hsu et al (2012) —_—— 0.159 (0.051, 0.267) 1.42 7 44
Mulders et al (2012) 1 —— 0.642 (0.512, 0.771) 1.31 34 53
Leboulleux et al (2012) | m— e 0.347 (0.237, 0.457) 1.41 25 72
Wells et al (2012) | —— 0.316 (0.256, 0.376) 164 73 231
GonCalves et al (2012) —— | 0.080 (0.005, 0.155) 158 4 50
Hoff et al (2012) | —— 0.460 (0.416, 0.504) 1.69 230 500
Demetri et al (2012) —— i 0.118 (0.076, 0.160) 1.70 27 228
Winette et al (2012) —— 0.414 (0.352, 0.477) 163 99 239
Yietal (2012) [ 2 : 0.001 (-0.005, 0.006) 176 0 56
Ahn et al (2013) —e 0.173 (0.088, 0.259) 153 13 75
Schwartzberg et al (2013) —_— 0.253 (0.157, 0.349) 1.48 20 79
Crown et al (2013) —— 0.217 (0.162, 0.271) 1.66 47 217
Johnston et al (2013) R a— 0.263 (0.164, 0.362) 1.46 20 76
Curigliano et al (2013) — 0.236 (0.157, 0.316) 1.56 26 110
Elisei et al (2013) | —— 0.327 (0.264, 0.390) 1.63 70 214
Reni et al (2013) ey 0.111(-0.007, 0.230) 1.36 3 27
Grothey et al (2013) | —— 0.278 (0.239, 0.317) 171 139 500
Tabernero et al (2013) —_—— 0.186 (0.108, 0.263) 157 18 97
Herzog et al (2013) | —— 0.366 (0.281, 0.451) 153 45 123
Demetri et al (2013) | —— 0.481 (0.396, 0.566) 153 64 133
Limaye et al (2013) L 4 . 0.001(-0.011, 0.012) 176 0 15
Laurie et al (2014) ——— 0.338 (0.262, 0.413) 157 51 151
Gridelli et al (2014) [ 2 ! 0.001 (-0.005, 0.006) 1.76 0 61
Brose et al (2014) ! —_—— 0.406 (0.339, 0.473) 1.61 84 207
du Bois et al (2014) ! —— 0.577 (0.532, 0.621) 1.69 275 477
Krege et al (2014) —— ! 0.075 (-0.007, 0.157) 155 3 40
Santoro et al (2014) — 0.179 (0.110, 0.249) 1.60 21 17
Paz-Ares et al (2015) ——t 0.197 (0.155, 0.238) 1.70 68 346
Bruix et al (2015) — 0.193 (0.160, 0.226) 172 108 559
Pignata et al (2015) 1 < 0.432 (0.273, 0.592) 115 16 37
Hainsworth et al (2015) —— 0.233 (0.106, 0.359) 1.32 10 43
Komatsu et al (2015) - e 0.500 (0.217, 0.783) 0.66 6 12
Rollig et al (2015) — 0.216 (0.147, 0.286) 1.60 29 134
Lencioni et al (2016) —— 0.301 (0.228, 0.373) 159 46 153
Kawai et al (2016) % 0.516 (0.340, 0.692) 1.07 16 31
D+L Overall (I-squared = 98.3%, p = 0.040) ¢ 0.230 (0.201, 0.260) 100.00
1-V Overall [} i 0.047 (0.043, 0.050)
NOTE: Weights are from random effects gnalysis 1
| |
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Figure S1. Incidence of all-grade hypertension with VEGFR-TKIs.
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Figure S2. Incidence of high-grade hypertension with VEGFR-TKIs.

Weight
ES (95% CI) (D+L) HT-VH  VEGFR
0.035 (-0.004, 0.074) 1.21 3 86
0.047 (0.010, 0.083) 1.28 6 129
0.120(0.050, 0.191) 062 10 83
0.009 (0.002, 0.016) 205 6 689
0.030 (0.014, 0.046) 1.86 13 436
0.151(0.088, 0.213) 072 19 126
0.019 (0.003, 0.036) 1.85 5 260
0.039 (0.023, 0.054) 1.89 24 623
0,036 (0.001, 0.071) 1.32 4 111
0.008 (0.000, 0.017) 203 4 473
0.001 (-0.001, 0.002) 209 0 533
0.042 (0.022, 0.061) 1.76 16 385
0.050 (0.033, 0.067) 1.83 3 619
0.067 (0.010, 0.123) 0.82 5 75
0.045 (0.002, 0.089) 1.09 4 88
0.099 (0.052, 0.147) 0.99 15 151
® 0.001 (-0.005, 0.006) 206 0 61
—— 0.055 (0.031, 0.079) 1.64 19 346
— 0.038 (0.014, 0.062) 1.63 9 238
* | 0.001(-0.007, 0.008) 204 0 £
+ 0.045 (0.006, 0.084) 122 5 11
|~ 0.017 (0.002, 0.032) 1.90 5 295
- | 0.009 (-0.008, 0.026) 1.83 1 112
| ——— 0.051(0.002, 0.099) 0.98 4 79
—— 0.023 (0.003, 0.043) 1.76 5 217
|——— 0.053 (0.002, 0.103) 0.94 4 76
— 0.027 (-0.003, 0.058) 1.44 3 110
- 0.007 (-0.003, 0.016) 201 2 297
—— 0.020 (-0.002, 0.043) 1.68 3 149
® ! 0.001 (-0.008, 0.007) 206 0 47
e 0.066 (0.033, 0.098) 1.40 15 229
- 0.043 (0.026, 0.060) 1.84 24 559
| —_—— 0.163 (0.105, 0.222) 079 25 153
-q- 0.035 (0.018, 0.053) 1.84 16 451
- 0.021 (0.007, 0.036) 1.90 8 375
+ 0.045 (0.021, 0.069) 1.64 13 290
% 0.189 (0.083, 0.294) 0.33 10 53
1 — 0.165 (0.145, 0.186) 1.74 207 1253
® 0.001 (-0.005, 0.006) 207 0 72
| —— 0.087 (0.050, 0.123) 1.28 20 231
l+ 0.084 (0.047, 0.121) 125 18 214
\ —_—— 0.097 (0.056, 0.137) 117 20 207
—_—— 0.059 (0.003, 0.115) 083 4 68
J+ 0.066 (0.038, 0.093) 152 20 305
® ! 0.001 (-0.006, 0.007) 206 0 50
& | 0.001 (-0.008, 0.009) 203 0 27
1 — 0.110 (0.083, 0.137) 153 55 500
| —— 0.072 (0.049, 0.095) 1.68 38 500
+ 0.041 (0.002, 0.081) 1.19 4 a7
- 0.026 (0.010, 0.042) 187 10 384
L— 0.081(0.033, 0.130) 0.98 10 123
I —_—— 0.308 (0.267, 0.350) 1.14 147 477
+— 0.081(-0.007, 0.169) 0.44 3 37
B — — 0.047 (-0.016, 0.109) 072 2 43
—— 0.039 (0.014, 0.065) 1.60 9 228
| ——— 0.233 (0.161, 0.305) 0.60 31 133
T < 0.250 (0.005, 0.495) 0.07 3 12
e 0.001 (-0.011, 0.012) 197 0 15
——._ 0.036 (-0.033, 0.104) 064 1 28
—_—— 0.078 (0.005, 0.152) 0.57 4 51
—— 0.046 (0.025, 0.066) 1.74 18 393
® 0.001 (-0.008, 0.007) 205 0 43
- 0.041 (0.025, 0.057) 186 24 581
—— 0.067 (0.035, 0.099) 1.41 16 239
- % 0.161(0.032, 0.291) 023 5 31
B s — 0.038 (-0.014, 0.091) 0.90 2 52
B . — 0.096 (0.033, 0.160) 0.71 8 83
B ae— 0.025 (-0.023, 0.073) 0.98 1 40
¢ | 0.001 (-0.005, 0.006) 206 0 56
e 0.022 (-0.003, 0.047) 1.61 3 134
0.051 (0.011, 0.091) 1.18 6 17
0.044(0.037, 0.050) 100.00
LI 0.007 (0.008, 0.008)
1
|
0 25



%

Study Weight
D RR (95% Cl) (D+L) HT-VIVEGFR HT-C/CONTROL
Heymach et al (2007) 3.337 (0.424,26.236) 0.38  7/86 1141
Escudier et al (2007) 9.500 (4.639, 19.453) 2.01  76/451 81451
Motzer et al (2007) 23.040 (3.133, 169.419)0.40  24/375 1/360
Arnold et al (2007) 2.378(1.204,4.698) 213  21/52 9/53
Heymach et al (2008) e 6.047 (1.499,24.390) 0.76  30/129 2/52
Llovet et al (2008) —— 2.542(0.497,13.000) 0.58  5/297 21302
Spano et al (2008) 14.377 (0.888, 232.852)0.22  15/68 0/31
McDermott et al (2008) 2.288(0.627,8.352) 086  7/51 3/50
Herbst et al (2010) 3422 (1.814,6.454) 230  41/689 12/690
Cheng et al (2009) 14.094 (1.955, 101.596)0.41  28/149 1175
Horti et al (2009) 6.000 (0.754,47.757) 0.38  6/43 1/43
Scagliotti et al (2010) 2.222(1.433,3.447) 318  57/436 27/459
Goss et al (2010) 3710(1.935,7.111) 224  38/126 10123
Barrios et al (2010) 4 46.387 (6.449, 333.630)0.41  46/238 11240
Wildiers et al (2010) 4 18.919(1.200, 298.317)0.22  17/36 0119
Abou-Alfa et al (2010) % 17.708 (1.051, 298.440)0.21  8/47 0/49
Sternberg et al (2010) 3.833(2.326,6.319) 288  115/290 151145
De Boer et al (2011) 4.069 (1.906, 8.687) 1.88  31/260 81273
Natale et al (2011) 6.221(3.716,10.417) 2.81 101/623 16/614
Spigel et al (2011) 9.910(1.365,71.932) 041  20/111 1/55
Rugo et al (2011) 32.063 (1.998, 514.475)0.22  31/111 0/56
Bergh et al (2011) D —— — 11.919(3.712, 38.273) 1.02  36/295 3/293
Kudo et al (2011) e 4.390(1.974,09.764) 176  31/229 71227
Kindler et al (2011) —— 3.179(2.125,4.757) 3.37  85/305 27/308
Raymond et al (2011) —_—— 5.434 (1.958,15.079) 1.25  22/83 4/82
Scagliotti et al (2012) e 4.016 (2.828,5.704) 364  139/533 35/539
Paz-Ares et al (2012) —— 2.327 (1.474,3675) 3.09  56/385 24/384
Lee et al (2012) 8.920 (4.625,17.203) 222  164/619 9/303
Baselga et al (2012) 1.500 (0.759,2.966) 2.13  18/112 121112
Hsu et al (2012) 3.659(0.479,27.964) 039  7/44 1123
Mulders et al (2012) 2.887(1.189,7.011) 153  34/53 4/18
Leboulleux et al (2012) 6.337 (2.322,17.295) 128  25/72 4173
Wells et al (2012) 6.257 (2.609, 15.009) 1.56  73/231 5/99
GonCalves et al (2012) 1.040 (0.275,3.934) 0.82  4/50 4/52
Hoff et al (2012) 3.830(2.848,5.149) 3.93  230/500 43/358
Demetri et al (2012) 2.700(1.068,6.825) 144  27/228 51114
Winette et al (2012) 6.369 (3.205, 12.657) 211 99/239 81123
Yietal (2012) 0.877(0.018,43.400) 0.11  0/56 0/49
Ahn et al (2013) 15.276 (0.931, 250.657)0.21 13/75 0/42
Schwartzberg et al (2013) —— 2.166 (1.053,4.456) 1.99  20/79 977
Crown et al (2013) i 5.821(2.818,12.024) 1.98 471217 8/215
Johnston et al (2013) —_—— 6.404 (1.987,20.636) 1.01  20/76 373
Curigliano et al (2013) 6.086 (2.200, 16.841) 1.26  26/110 4/103
Elisei et al (2013) 7.131(2.965,17.149) 155  70/214 5/109
Reni et al (2013) 7.250 (0.392, 134.066) 0.20  3/27 0/28
Grothey et al (2013) —t— 4689 (2.814,7.814) 283  139/500 15/253
Tabernero et al (2013) . ] 3748 (1.448,9.700) 1.39  18/97 5/101
Herzog et al (2013) ——— 6.429 (3.018,13.693) 1.88  45/123 7123
Demetri et al (2013) —ﬁl— 2.887(1.637,5.093) 258  64/133 11/66
Limaye et al (2013) . 0.938 (0.020, 44.326) 0.12  0/15 014
Laurie et al (2014) —— 3.691(2.136,6.378) 267  51/151 14/153
Gridelli et al (2014) 1.032 (0.021,51.218) 0.11  0/61 0/63
Brose et al (2014) —r— 3.262(2.196,4.845) 340  84/207 26/209
du Bois et al (2014) "A 2.921(2.392,3.565) 4.40  275/477 91/461
Krege et al (2014) 3.675(0.397,33.983) 0.33  3/40 1/49
Santoro et al (2014) —.J— 2.513(0.905,6.974) 125  21/117 4/56
Paz-Ares et al (2015) —_—— 4.311(2.553,7.281) 277  68/346 16/351
Bruix et al (2015) —— 3.025(2.105,4.347) 3.58  108/559 35/548
Pignata et al (2015) - 32.132(2.000, 516.294)0.22  16/37 0/36
Hainsworth et al (2015) —rO— 4.884 (1.137,20.975) 0.71 10/43 2142
Komatsu et al (2015) 4 6.000 (0.400, 90.077) 023  6/12 0/5
Rollig et al (2015) 2.214(1.205,4.069) 241  29/134 13/133
Lencioni et al (2016) 1.816 (1.179,2.797)  3.22 46/153 25151
Kawai et al (2016) ————— 2.753(0.939,8.069) 1.16  16/31 3/16
D+L Overall (I-squared = 44.1%, p = 0.000) 3.850 (3.373,4.395)  100.00
M-H Overall 3.953 (3.638, 4.294)
NOTE: Weights are from random effects analysis 1
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Figure S3. The relative risk of all-grade hypertension with VEGFR-TKIs versus
control.



%

Study Weight
D RR (95% CI) (M-H)  HT-VHVEGFR HT-CH/CONTROL
Heymach et al (2007) % ; 1.430(0.153,13333) 072  3/86 1/41
Heymach et al (2008) % 5300 (0.304, 92.421) 038  6/129 0/52
Natale et al (2009) — 10.241(1.341,78230) 0.52  10/83 1185
Herbst et al (2010) % 6,009 (0.725,49.778)  0.53  6/689 1/690
Scagliotti et al (2010) —_—— 4562(1.309, 15899)  1.55  13/436 3/459
Goss et al (2010) % 9.274(2.207,38.973) 107  19/126 2123
De Boer et al (2011) % 1.750 (0.422,7.249) 155  5/260 31273
Natale et al (2011) R S e 11.827 (2.807,49.826) 1.07  24/623 2614
Spigel et al (2011) - 4500 (0.247,82.118) 035  4/111 0/55
Scagliotti et al (2012) —— 2017 (0.371,10.959) 1.06  4/473 21477
Scagliotti et al (2012) 1.011(0.020,50.870) 026  0/533 0/539
Paz-Ares et al (2012) —— 2280 (0.949,5479) 372  16/385 71384
Lee etal (2012) - % 30.890 (1.897,503.100) 0.36  31/619 0/303
Ahn et al (2013) —6 6.224 (0.353,109.855) 0.34  5/75 0142
Heist et al (2014) 4 1.909 (0.220, 16.558) 072  4/88 1/42
Laurie et al (2014) B 5066 (1.497,17.144) 158  15/151 3153
Grideli et al (2014) - 1.032(0.021,51.218) 026  0/61 0/63
Paz-Ares et al (2015) —_— 9637 (2.262,41.062) 105  19/346 2351
Barrios et al (2010) T 4 19.159 (1.121,327.325) 0.26  9/238 01240
Wildiers et al (2010) $- 0.541(0.011,26.228) 034  0/36 019
Rugo et al (2011) - 5508 (0.315,99.473) 035 5111 0/56
Bergh et al (2011) - % 10.926 (0.607, 196.699) 0.27  5/295 01293
Baselga et al (2012) < T 0.500 (0.0486, 5.436) 1.06 11112 2112
Schwartzberg et al (2013) % 3.899 (0.446,34.102) 054  4/79 177
Crown et al (2013) B e 2477 (0.486,12.629) 1.07 5117 21215
Johnston et al (2013) — 8.649 (0.474, 157.867) 027 4176 0173
Curigliano et al (2013) —& 6.559 (0.343, 125.444) 027  3/110 0/103
Llovet et al (2008) %~ T 2,034 (0.185,22.308) 0.53 20297 1/302
Cheng et al (2009) % 3.547 (0.186,67.783)  0.35  3/149 0175
Abou-Alfa et al (2010) - 1.042(0.021,51454) 026  0/47 0/49
Kudo et al (2011) - % 14.869 (1.981, 111.629) 0.53 15229 11227
Bruix et al (2015) —_— 3921(1.615,9518) 322  24/559 6/548
Lencioni et al (2016) —— 1.762(0.953,3.258) 748  25/153 141151
Escudier et al (2007) [ —— 8.000 (1.850, 34.592) 1.06  16/451 2/451
Motzer et al (2007) —¢- 7.680 (0.965,61.096) 0.54  8/375 1/360
Sternberg et al (2010) — 6.500 (0.859,49.203)  0.71  13/290 1145
Mulders et al (2012) < 7.389 (0.455,120.112) 0.39  10/53 0/18
Haas et al (2016) —— 3978 (2676,5912) 1841  207/1253 26/626
Leboulleux et al (2012) 1.014(0.020, 50.409) 026  0/72 0173
Wells et al (2012) - % 17.672 (1.079, 289.338) 0.37  20/231 0/99
Elisei et al (2013) —- 9.168 (1.240,67.773) 070  18/214 1/109
Brose et al (2014) _!|_ 4.039 (1.545,10.558) 264  20/207 5/209
Spano et al (2008) $- 4174(0.232,75216) 0.38  4/68 0131
Kindler et al (2011) —_——— 4039(1.536,10.625) 264  20/305 5/308
GonCalves et al (2012) £ 1 0208 (0.010,4.225)  1.30  0/50 252
Reni et al (2013) T 1.036 (0.021,50.424) 026 0127 0/28
Hoff et al (2012) —— 5626 (2592, 12.208)  4.33  55/500 7/358
Grothey et al (2013) _— 9108 (2211,37.524) 141  36/500 21253
Tabernero et al (2013) - 4.165 (0.474, 36.606)  0.52 4/97 1101
Carrato et al (2013) — 3.290(0.913,11.861) 160  10/384 3/379
Herzog et al (2013) % 10.000 (1.300, 76.935) 053  10/123 1123
du Bois et al (2014) —— 5464 (3674,8126)  14.04  147/477 26/461
Pignata et al (2015) —4- 6.816 (0.365, 127.440) 0.27  3/37 0136
Hainsworth et al (2015) s 4886 (0.242,98.848) 0.27  2/43 0/42
Demetri et al (2012) 4 4500 (0.577,35.086) 0.71  9/228 1114
Demetri et al (2013) —— 7.692(1.898,31.164) 142  31/133 2/66
Komatsu et al (2015) L 3.231(0.196,53.174) 036  3/12 0/5
Limaye et al (2013) 0938 (0.020, 44.326) 027  0/15 014
Gilbert et al (2015) $—— 2,897 (0.123,68.151) 027  1/28 0127
McDermott et al (2008) % 8.827 (0.488, 159.797) 027  4/51 0/50
Flaherty et al (2013) ——— 3637 (1.364,9.699) 264  18/393 5/397
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Figure S4. The relative risk of high-grade hypertension with VEGFR-TKIs versus
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Figure S5. Meta-analysis of all-grade hypertensive events associated with
VEGFR-TKIs versus control: ‘leave-one-out’ sensitivity analysis
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